\pi THE UNITED STATES PATENT AND TRADEMARK OFFICE 



C~> 

In re Application of: 



Agoston et al. 

Serial No. 09/939,208 

Filed: August 24, 2001 

For ANTIANGIOGENIC AGENTS 



—I ^ 

ZD cn 



S3 
S 



APPENDIX A 

Assistant Commissioner for Patents 

Washington, D.C. 2023 1 

Sir: 

Applicants respectfully request that the Examiner review the below-listed 
EntreMed patent applications. Please review and initial each listed application and return a copy 
of the initialed Appendix A to the Applicants. 

The serial numbers of the below-listed U.S. patent applications are listed on this 
form as provided in MPEP §609(D), rather than a PTO-1449 form, to avoid the serial numbers of 
the pending U.S. patent applications being published on any patent that may issue from this 
application. Applicants do not waive the confidential nature of any of the listed patent 
applications. 



1 . U.S. Application Serial No. 09/641 ,327 filed August 1 8, 2000; Atty. File 
No. 05213-0730/219693 



2. U.S. Application Serial No. 09/779,33 1 filed February 8, 2001 ; Atty. File 
No. 05213-0731/253406 

3. U.S. Application Serial No. 09/780,650 filed February 12, 2001; Atty. 
File No. 05213-0493/253692 

4. U.S. Application Serial No. 09/866,279 filed May 25, 2001 ; Atty. File No. 
05213-0412/259097 



ATLLIBCQnaM.1 



Our Docket 05213-0852(431^^3550) 
Filed: 08/24/01 



5. U.S. Application Serial No. 09/899,702 filed July 5, 2001; Atty. File No. 
05213-0910/260981 

6. PCT Application Serial No. PCT/US01/26490 filed August 24, 2001; 
Atty. File No. 0521 3-0852 WP/263551 

7. U.S. Application Serial No. Not Yet Assigned filed February 1 5, 2002 by 
Robert D'Amato entitled "Antiangiogenic Agents and Methods for 
Treatment of Neovascularization and Related Conditions"; Atty. Docket 
No. 05213-3000/269288. 



KILPATRICK STOCKTON LLP 

llOOPeachtreeRoad 

Suite 2800 

Atlanta, Georgia 30309/4530 
(404) 815-6500 

OurDocket: 05213-0852(43170-263550) 



Respectfully Submitted, 

By: SijAg^e S&&*e&id S/~ sls> 
Suzanne Seavello Shope 
Reg. No. 37,933 



ATLUB02 7J06J.1 



2 



Under the Paperwork Reduction Act of 1 



PTO/SB/08A (08-00) 
ApprdWb* for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTj^NT OF COMMERCE 



Substitute for Form 1449/A/PTO HAR 1 2 2002 J 

INFORMATION fySCLOSSRE 
STATEMENT BY APBbf&ANT 

(use as many sheets as necessary) 


Complete if Known ^ 


Application No. 


09/939,208 ^ 35 


Filing Date 


08/24/2001 rn 


First Named inventor 


Agoston et al. — * ~ ' 


Group Art Unit 




Examiner Name 




Sheet 1 of 16 


Attorney Docket Number 


05213-0852 43170-263*0 



>rnumb 

Fn 
O 

ED 
< 



U.S. PATENT DOCUMENTS 


Examiner 
Initials 


Cite 
No. 1 


U.S. Patent Document 




Oate of Publication 


Pages, Columns, Lines, Where 


Number 4 


Kind Code* 
If known) 


Name of Patentee or 
Applicant of Cited Document 


of Cited Document 
MM-DD-YYYY 


Relevant Passages or 
Relevant Figures Appear 






2,584,271 




Hutfman 


02/05/1952 


i 


i 


2 


2,846 453 




Hoehn 


08/05/1958 








3 410 879 




Smith et aL 


11/12/1968 








3 470 218 




Farah 


09/30/1969 




I 5 


3 409 391 




Crabbe 


01/27/1970 






6 


3 496 979 




Kruger (Identifier only) 


02/17/1970 






7 


3 956 348 




Hilscher 


05/11/1976 






' 8 


4,172,132 




Draper et al. 


10/23/1979 




• 


4,212,864 




Tax 


07/15/1980 






10 


4,307,086 




Tax 


12722/1981 






11 


4,522,758 




Ward et al. 


06/11/1985 






12 


4,743,597 




Javitt et al. 


05/10/1988 






/13 


4 994 443 


B1 


Foikman et al. 


02/19/1991 






14 


5,001,116 




Folkman et al. 


03/19/1991 






15 


5,135,919 




Foikman et al. 


08/04/1992 






16 


5,504,074 




D'Amato et al. 


04/02/1996 1 | 




17 


5,521,168 




Clark 


05/28/1996 1 




18 


5,621,124 




Seitzetal. 


04/15/1997 I I 




19 


5,643,900 




Fotsisetal. | 


07/01/1997 






20 


5,661,143 




D'Amato et al. 


08/26/1997 






21 


5,892,069 


i 


D'Amato et aL 


04/06/1999 I 






22 


6,011,023 


- i 


Clark et al. 


01/04/2000 


i 




6,136,992 


i 


Ram et aL I 


10/24/2000 




I 24 


6,200,966 


„ I 


Stewart I 


03713/2001 


i 




Examiner 
Signature 




Date 

Considered 





'Unique citation designation number. 'See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the 
two-letter code (WIPO Standard ST.3). *For Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document *Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation Is attached. 



Under the Paperwork Reduction Act of 1 



Appro^fe* for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 



Substitute for Form 1449/A/PTO ^ y 2 20fB / 

INFORMATION ^JSCLOSfmE 
STATEMENT BY J^PKSfleANT 

(use as many sheets as necessary) 


, . \ 

Complete if Known rn 


Application No. 


09/939,208 3; 


FOing Date 


08/24/2001 \y\ 


First Named Inventor 


Agoston et al 


Group Art Unft 




Examiner Name 


Unjssigt^ <^ 2/) ^ S 


Sheet 2 of 16 


Attorney Docket Number 


05213-0852 43170-263550 7v5 

CO 

1 0 



50 



en 



CD 



U.S. PATENT DOCUMENTS 



Examiner 
Initials 



Cite 
No. 1 

/ 



U.S. Patent Document 



Number 4 



Kind Code" 
(if known) 



Name of Patentee or 
Applicant of Cited Document 



Date of Publication 
of Cited Document 
MM-DD-YYYY 



Pages, Columns, Lines, Where 
Relevant Passages or 
Relevant Figures Appear 



32Z 



25 



6,239,123 



B1 



Green et al. 



05/29/2001 



Examiner 




Date \ 




Signature 




Considered 





'Unique citation designation number. 'See attached Kinds of U.S. Patent Documents. *Enter Office mat Issued the document, by the 
two-letter code (WIPO Standard ST.3). "For Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document HQnd of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act of 1 




tP I O/SB/QSA (08-00) 
for use through 1 0/31 /2002 OMB 0651 -0031 
Office: U.S. DEPARTMENT OF COMMERCE 
required to respond to a collection of information unless tt contains a valid OMB controjjnumbef 

i rri 

C > 



Substitute for Form 1449/A/PTO 



INFORMATION tySCLOJ 
STATEMENT BY 

(use as many sheets as necessary) 



Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Unft 



Examiner Name 



09/939,208 



08/24/2001 



Agoston et al. 



05213-0852 431 70-263550 



3> 



CD 
CO 



Sheet 



of 



16 



Attorney Docket Number 



rv 

cc 



FOREIGN PATENT DOCUMENTS 



Examiner 
Initials 


CRe 
No.' 


Foreign Patent Document 


Name of Patentee or 
Applicant of Cited Document 


Date of Publication 
of Cited Document 
MM-DD-YYYY 


Pages, Columns, Lines, Where 
Relevant Passages or 
Retevant Figures Appear 


V 


Kind Code' 
Office 1 Number* Qf known) 




26 


DE 


1907330 




Sandoz Ltd. (Abstract only) 


10/23/1969 












27 


DE 


3625315 




Schering A.-G (Abstract only) 


01/28/1998 












28 


WO 


90/15816 


A1 


The Upjohn Company 


12/27/1990 










U 29 


WO 


93/03729 




Research Corporation 
Technologies, Inc. 


03/04/1993 








r 


WO 


95/04535 




The Children's Medical Center 
Corporation 


02/16/1995 










\31 


WO 


98/40398 




PhamvEco Laboratories, Inc. 


09/17/1998 







Examiner 
Signature 



Date 

Considered 



'Unique citation designation number. 'See attached Kinds of U.S. Patent Documents. *Enter Office that issued the document, by the 
two-letter code (WIPO Standard ST.3). Tor Japanese patent document, the inolcation of the year of the reign of the Emperor must 
precede the serial number of the patent document. Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. a Applicant is to place a check mark here if English language translation is attached. 



PTO/SB/OSA (08-00) 
Applet! for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: US. DEPARTMENT OF COMMERCE 
Under the Paperwork Reduction Ad of 1995, no persons are required to respond to a coDectton of information unless it contains a valid OMB control number 





Substitute for Form 1449/A/PTO 




ORMATION DISCLOSURE 
TEMENT BY APPLICANT 

2J (use as many sheets as necessary) 



of 



16 



Complete rf Known 



Application No. 



FQing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



Attorney Docket Number 



09/939,208 



08/24/2001 



Tn — £■ 



Agoston et at. 



UnjssigrTed Gfoztj 



05213-0852 43170.; 



OTHER PRIOR ART - NON PATENT UTERAtUfU: DOCUMENTS 



Include name of the author (in CAPITAL LETTERS), tHIe of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



Title: Ulopristone/(1 44-(Dimethytamino)phenyll-1 7-hydroxy-1 7-{3-hydroxy-1 -prope 
nyl) estra-4,9-diene-3-one; AK 98734 



Did of Drugs (1990), Diet, of Steroids (1991). Diet, of Org. Vol/lss: 
Cmpds (6th Ed) (1996). Diet of Pharm. Agents (1997) 



Pages: 



Date: 



33 Author: 



Title: (paragraphs 583-584) 



Publ: 

The Merck Index 11th Edition 



Vol/lss: 



Pages: 88 



Date: 1989 



-CXL 




( 


34 


Author: ADAMS, E.F. et al. Title: steroidal regulation of oestradioH7B dehydrogenase activity of the human 
p ufa|t breast cancer cell tine MCF-7 

Journal Of EndooinolOflV Vol/lss: 188 (1) Pages: 143-154 Date: ft7/1QJW 






35 


Author AI2U-YOKOTA et al. Title: Natural Estrogens Induce Modulation of Microtubules in Chinese Hamster 

V79 

Publ: CeDs in Culture 

Cancer Research Vol/lss: 55 Pages- 1 8fi3-1 868 Date- fK/m /QS 






36 


Author: ATTALtA et al. Title: 2-Methoxyestradiol Arrests Celts in Mitosis without Depolarizing Tubulin 
Publ: 

Biochemical and Biophysical Research Communications Vol/lss: 228 Pages:467-473 Date: isas 








37 


Author AYALA et al. Title: The Induction of Accelerated Thymic Programmed CeP Death During 

Polymicrobial Sepsis: Control by Corticosteroids but not Tumor Necrosis 
Publ: Factor (Abstract only) 

Shock Vol/lss: 3 (4) Pages:2S9-267 Date: 04/1995 






I 38 


Author. BANIK et al. Title: Orally Active Long-Acting Estrogen 

(3-(2-propynyloxy)-estra-1 ,3,5,(1 0)-triene-1 7. beta.-oJ trimethylacetate) 
Publ: (Identifier only) 

Steroids Vol/lss: 1 6 (3) Pages: 289*296 Date: 1 970 





o 

ED 
< 
m 
o 



Examiner 
Signature 



Date 

Considered 



ocyfnent 



'Unique citation designation number. a See attached Kinds of U.S. Patent Documents. Writer Office that Issued'the document, by the 
two-letter code (W1PO Standard ST.3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the senal number of the patent document *Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. "Applicant is to place a check mark here if English language translation is attached. 



PTO/SB/oaA (08-00) 
App for use through 1CV3 1/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless ft contains a valid OMB control number 



Substitute for Form 1449/A/PTO 




RMATION DISCLOSURE 
^^TEMENT BY APPLICANT 

^ £/ (use as many sheets as necessary) 



a 



Complete if Known 



Application No. 



F fling Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



09/939,208 



08/24/2001 



Agoston et aL 



Jjnassfgned tyfTAI ±5 



i mp 



of 16 



Attorney Docket Number 



05213-0852 431 70-263550 



otH^R prjor ARt . NoN PATENT uterAYUr^ DOCUMENTS 



Examiner 
Initials 



Cite 
No/ 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



J 



39 



Author BARDON et aL 
Publ: 

Cancer Research 



Title: Steroid Receptor-Mediated Cytotoxicity of an Antiestrogen and an 
Antiprogestin in Breast Cancer Ceils (Abstract only) 

Vol/lss: 47 (5) Pages: 1 441-1448 Date: 03/01/87 



40 



Author. BHATetal. 
Publ: 

Mikroskopie 



Title: EstradoWnduced Mitotic Inhibition in the Bursa of Fabricfus of Mate Domestic 
Duckling 



Vol/lss: 39 



Pages:113-117 Date: 05/1982 



41 



Author BLAGOSKLONNY et at. Title: RaM/bcJ-2 Phosphorylation: A Step from Microtubule Damage to Ceil Death 
Publ: 

Cancer Research Vol/lss: 57 Pages: 130-135 Date: 01/01/97 



Author BUCKENSTAFF et al. Title: Estrogen-Catharanthus (Vinca) Alkaloid Conjugates 
Publ: 

Cytotoxic Estrogens in Hormone Receptive Tumors Vol/lss: 



Pages: 89-1 05 Date: 1980 



Title: 185. Deaminocolchinyl Methyl Ether Synthesis from 
2,3,4,4-Tetramethoxybiphenyl 
-2-carbaldehyde. Comparison of Antitubulin Effects of 

Vol/lss: 72 Pages: 1 690-1 696 Date: 1 989 



43 



Author BOYEet al. 
Publ: 

Helvetica Chimica Acta 



44 



Author BRODIE, A.M. Title: Aromatase Inhibitors in the Treatment of Breast Cancer (Abstract only) 

Publ: 

Journal of Steroid Biochemistry and Molecular Biology Vol/lss: 49 (4-6) Pages: 281 -287 Date: 06/1994 



45 



AuthorBROSENSetal. 
Publ: 

Laboratory for Gynecological Phytopathology 



Title: Comparative Study of the Estrogenic Effect of Ethlnylestradiol and Mestranoi 
on the Endometrium 



Vol/lss: 14(6) Pages: 679-685 Date: 12/01/76 



Examiner 
Signature 



Date 

Considered 




'Unique citation designation number. *See attached Kinds of U.S. Patent Documents. 'Enter Office that issued Jthe document, by the 
two-letter code (W1PO Standard ST.3). 'For Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document "Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if EngBsh language translation is attached. 



PTO/SB/08A (08-00) 
App for use through 1 0731 /2002 OMB 0851 -0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT 0£COMMERCE 



Substitute for Form 1449/A/PTO 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Complete if Known [ ±g 


Application No. 


09/939,208 . . 

f • 1 


Filing Date 


. 08/24/2001 cn 


First Named Inventor 


Annofon At al 


Group Art Unft 


^- CO 


Examiner Name 


Uwstlgned Jo 


^ ^^b^v 6 of 16 

SJJ 1 1 1 


Attorney Docket Number 


05213-085243170-263550 



OTHER PRIOR ART - NON PATENT UTEhATtlR^ DOCUMENTS 



Include name of the author (In CAPITAL LETTERS), title of the article (when appropriate), title of the 
Item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



Author: CASTAGNETTA, L. et at Title: Simple Approach to Measure Metabolic Pathways of Steroids In Living Cells 
PuW: 

Journal of Chromatography Vol/lss: 572 Pages: 25-39 Date: 12/06/91 



47 



Author CHASS EROT-GOLAZ et al. Title: Bbtransforrnation of 17.beta.-rtydroxy-11.beta.-(4^rnethylaminophenyl) 

17.olpha.1-propynyl-estra-4,9-diene-3-one (RU486) in Rat Hepatoma 
Publ: Variants (Identifier only) 

Biochemical Pharmacology Vol/lss: 46(11) Pages: 2100-2103 Date: 01/01/93 



48 



Author CHEN etal. 

Publ: 

Steroids 



Title; A New Synthetic Route to 2- and 4-Methoxy estradiols by Nudeophiiic 
Substitution 

Vol/lss: 47(1) Pages: 63-66 Date: 01/1986 



49 



Author CHEN et al. 
Publ: 

Nanjing Yaoxueyuan Xuebao 



Title: Synthesis of 1 1 .beta.-{4-dimethylaminophenyf)*1 7.beta-hydroxy*1 7.alpha.- 
(1- propyO estra-4, 9-dierv3-one (RU486) (Identifier only) 

Vol/lss: 17(4) Pages:282-285 Date: 1986 



50 



Author COHEN etal. 
Publ: 

The Journal of Organic Chemistry 



Title: Novel Total Synthesis of (+)-Estrone 3-Methyl Ether, <+H 3B-Etbyk3- 
methoxygona-1 ,3,5(1 0-triene-17-one, and (+)-Equflenln 3-Methyl Ether 



Vol/lss: 6 



Pages: 681 -685 Date: 03/21/75 



51 



Author COLLINS etal. 
Publ: 

Aust. Journal of Chemistry 



Title: The Structure and Function of Estrogens. XI* Synthesis of (*/-)-7(8-1 1 a) 
abeo-Estradiol and its 9,1 1-Didehydro Derivative 



Vol/lss: 45 



Pages: 71 -97 



Date: 1992 



52 



Author CRUM, R. et al. Title: A New Class of Steroids Inhibits Angiogenesls in the Presence of Heparin or 

p ^ a Heparin Fragment 

SCIENCE Vol/lss: 230 Pages: 1375-1 378 Date: 12/20/85 



Examiner 
Signature 



Date 

Considered 




'Unique citation designation number. *See attached Kinds of U.S. Patent Documents. *Enter Office that issue* the document, by the 
two-letter code (W1PO Standard ST.3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document *Kind.of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation is attached. 



PTO/SB/08A (08-00) 

Apji^Pd for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF QOMMFRhf 
% Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB oOTfrol number 



Substitute for Form 1449/A/PTO 




ORMATION DISCLOSURE 
TEMENT BY APPLICANT 

(use as many sheets as necessary) 



of 



16 



Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



Attorney Docket Number 



09/939.208 



"O — 3 
m J=» 



08/24/2001 



Agoston et al. 



JJn§5slg»ed 



cr> rx> 
o CD 



05213-0852 431 70-; 



4317 



OWE* W«OR ART - MON PATtisfr UttfeAtUkE bOCUMENTS 



Examiner 
Initials 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.). date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



AirthoncUMMINGSetal. 
Publ: 

The American Journal of Surgical Pathology 



Title: Apoptosis 



Vol/lss: 21 (1) Pages: 88-1 01 



Date: 1997 



J3 

m 
O 
m 

< 
m 



54 



AuthoncUSHMANetaL 
Publ: 

Journal of Medical Chemistry 



Title: Synthesis, Antftubulin and Antimitotic Activity, and Cytotoxicity of Anatogs of 
2- 

Methoxyestradiol. an Endogenous Mammalian Metabolite of Estradiol mat 
Vol/lss: 38(12) Pages: 2041 -2049 Date: 1995 



55 



AuthoncUSHMANetal. 
Publ: 

Journal of Medical Chemistry 



56 



Title: Synthesis of Analogs of 2-Methoxyestradiol with Enhanced Inhibitory Effects 
of Tubulin Polymerization and Cancer Cell Growth 

Vol/lss: 40 (15) Pages: 2323-2334 Date: 1997 



AuthoncrAMATOetal. 
Publ: 

Proceedings of the National Academy of Science USA Vol/lss: 91 



Title: 2-Methoxyestradiol, an Endogenous Mammalian Metabolite. Inhibits Tubulin 
Polymerization by Interacting at the Colchicine Site 



Pages: 3964-3968 Date: 04/1994 



57 



Author DVIRetal. 
Publ: 

Journal of Chromatography 



Title: Thin-layer Chromatography of DANSYL-oestrogens 



Vol/lss: 52 



Pages: 505-506 Date: 11/04/70 



58 



Author EPEet al. 
Publ: 

Mechanisms of Chromosome Distribution and Aneuploidy Vol/lss: 



Title: Microtubular Proteins as Cellular Targets for Carcinogenic Estrogens and 
Other Carcinogens 



Pages: 345-351 Date: 1 989 



59 



Author EVANS et al. 



Title: A Convergent Total Synthesis of (+>- Colchicine and (♦)- 
Desacetamidoisocolchicine 



pumal of the American Chemical Society 



Vol/lss: 103 



Pages: 581 3-5821 Date: 09/23/81 



Examiner 
Signature 




Date 

Considered 





'Unique citation designation number. 3 See attached Kinds of U.S. Patent Documents. *Enter Office that issued the document, by the 
two-letter code (WlPO Standard ST.3). *For Japanese patent document, the ind cation of the year of the reign of the Emperor must 
precede the serial number of the patent document. 'Kind of document by the appropriate symbols as indicated on the document 
under WlPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation is attached. 



^fc PTO/SB/08A (08-00) 

A PPJ^a for use through 10731/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
k Under the Paperwork Reduction Act of 1 995, no persons are required to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1 449/A/PTO 

ftjT wrxlVIM 1 IUIM UIOULUoUiaC 

STATEMENT BY APPLICANT 

l ^ lOfSL wl ( US8 as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Date 


06724/2001 


First Named Inventor 

1 InllllvV III? filHVI 




Group Art Unit 




Examiner Name 






of 


16 


Attorney Docket Number 


05213-0852 43170-263550 



OTHEft EftlOft AfrT - NON PATENtT UtEhAtURg DOCUMENTS 



Examiner 
Initials 



Include name of the author (in CAPITAL LETTERS), ttte of the article (when appropriate), title of the 
Item (book, magazine, Journal, serial, symposium, catalog, etc.), date, page(s), volume-Issue numbers), 
publisher, city and/or country where published 



760 



Author FISHMAN, J. 
Pubt: 

Journal of the American Chemical Society 



Title: Synthesis of 2-Methoxyestrogens 

Vol/lss: 80 Pages: 1213-1216 Date: 03/05798 



61 



Author: FITZGERALD 
Publ: 

Biochemical Pharmacology 



Title: Molecular Features of Colchicine Associated with Antimitotic Activity and 
Inhibition of Tubulin Polymerization 



Vol/lss: 25 



Pages: 1383-1 387 Date: 06715/76 



62 AuthorFOTSISetal. 



Title: The Endogenous Oestrogen Metabolite 2-Methoxyoestradiol Inhibits 
Anglogenesto and Suppresses Tumour Growth 



Vol/lss: 368 



Pages: 237-239 Date: 03/17/94 



63 



Author: GETAHUN et al. 
Publ: 

Journal of Medical Chemistry 



Title: Synthesis of Alkoxy-Substituted Diaryl Compounds and Correlation of Ring 
Separation with Inhibition of Tubulin Polymerization: Differential 
Enhancement of Inhibitory Effects Under Suboptimal Polymerization 

Vol/lss: 35 (6) Pages: 1 058-1 067 Date: 03/20/92 



64 



Title: Inhibition of Tumor Growth, Vascularization, and Collagenolysis in the Rabbit 
Cornea by Medroxyprogesterone 



Author GROSS eta I. 
Publ: 

Proce dings of the National Academy of Science USA Vol/lss: 78 (2) Pages: 1 1 76-1 1 80 Date: 02/1 981 



65 



Author GUANGRONG et al. 
Publ: 

Chemical Abstracts 



Title: Effect of Components of Crowth Ether Copper(l)lodide Mixed Catalyst on 
NucleophiBc Substitution of Bromoestrogen (Abstract No. 195225) 

Vol/lss: 1 1 1 (21 ) Pages: 81 8, Column 1 Date: 1 1/20/89 



Author HALDAR etal. 
Publ: 

Cancer Research 



Title: Bc12 is the Guardian of Microtubule Integrity 

Vol/lss: 57 Pages: 229-233 Date: 01/15/97 



Examiner 
Signature 



Date 

Considered 



'Unique citation designation number. *See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the 
two-letter code (W1PO Standard ST.3). "For Japanese patent document, the incfication of the year of the reign of the Emperor must 
precede the serial number of the patent document. HCnd of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. "Applicant is to place a check mark here If English language translation is attached. 



PTO/SB/08A (08-00) 
AppHH for use through 10731/2002 OMB 0651 -0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
% Under the Paperwork Reduction Act of 1 995, no persons are required to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PTO 



ORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

\ 1 tBE tul ( use as many sheets as necessary) 
SI 




Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



09/939,208 



06724/2001 



Agoston et al. 
1*23 



05213-0852 43170-263550 



10 



of 



16 



Attorney Docket Number 



OTHER PRIOR ART - MoM PATENT LITERATURE^ DOCUMENTS 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



Author. KLAUBER at al. 
Publ: 

Cancer Research 



Tide: Inhibition of Angtogenesis and Breast Cancer in Mice by the Microtubule 
Inhibitors 2-Methoxy estradiol and Taxol 



VoWss: 57 



Pages: 81 -88 



Date: 01/01/97 





75 


Author LEBRAS, J. et at. Title: Activation and Regioselective Ortho-Functionalization of the A-Ring of 
p ... B-Estradiol Promoted by 'Cp*lr": An Efficient OrganometalHc Procedure for 
™ DU the Synthesis of 2-Methoxyestradiol 

OrganometaBics Vol/lss: 16 Pages: 1765-1771 Dat*- 1007 






76 


Author LIN et al. Title: Interactions of Tubulin with Potent Natural and Synthetic Analogs of the 

Antimitotic Agent Combreta statin: A Structure-Activity Study 

Publ: 

Molecular Pharmacology Vol/lss: 34 (?) Page*:200-908 Date- rwiOAA 






77 


Author LINCOLN et al. Title: Conformation of Thiocolchicine and Two B-Ring-Modified Analogues Bound 

to Tubulin Studied with Optica) Spectroscopy 

Biochemistry Vol/lss: 30 (5) Pages: 1 179-1 187 Dat»; ft9/r*/01 






78 


Author LOITERING et al. Title: Effects of the 1 7p-Estradiol Metabolites on Cell Cycle Events in MCF-7 Cells 
Publ: 

Cancer Research Vol/lss: 52 Page^SOM-sga? Date- ii/m*» 






79 


Author: LOTTERING et al. Title: 1 7p-Estradiol Metabolites Affect Some Regulators of the MCF-7 CeD Cycle 
Publ: 

Cancer Letters Vol/!**: no Pag^nftLiAfi n>t»- iqqa 






80 


Author MAYOL et al. Title: EthynylestradioMnduced Cell Proliferation in Rat Over Involvement of 

Specific Populations of Hepatocytes (Abstract only) 

Carcinogenesis VdJ/i<«: Pa ge *r*wi-r»A rut*. 1007 





Examiner 
Signature 




Date 

Considered 





two-letter code (W1PO Standard ST.3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document "Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation is attached. 



PTO/SB/03A (08-00) 
App for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
% Under the Paperwork Reduction Act of 1 995, no persons are required to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PTO 



^^DRMATION DISCLOSURE 
STATEMENT BY APPLICANT 

\ l TSSSL ujI ( use 33 many sheets as necessary) 
,C7 




Complete if Known 



AppGcation No. 



Filing Date 



First Named Inventor 



Group Ait Unft 



Examiner Name 



09/939,208 



06724/2001 



Agoston et a I. 



of 



16 



Attorney Docket Number 



05213-0852 431 70-263550 



OTHER PRIOR ART - NON PATENT UTERAtUr£ DOCUMENTS 



Include name of the author On CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, Journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



Author HAMEL et al. 
Publ: 

Biochemistry 



Title: Interactions of 2-Methoxyestradiol, an Endogenous Mammalian Metabolite, 
with Unpotymenzed Tubulin and with Tubulin Polymers 

Vol/lss: 35 (4) Pages: 1304-1 310 Date: 1996 



Author HARTLEY-ASP et al. 
Publ: 

Mutation Research 



Tide: Diethylstilbestrol Induces Metaphase Arrest and Inhibits Microtubule 
Assembly 

Vol/lss: 143(4) Pages: 231 -235 Date: 08/1985 



£0* 


69 


Author HE et al. Title: A Versatile Synthesis of 2-Methoxy estradiol, an Endogenous Metabolite of 

Estradiol which Inhibits Tubulin Polymerization by Binding to the Colchicine 
Pub,: Biding Site 

Bioorganlc & Medicinal Chemistry Letters Vol/lss: 4 (1 d) Pages: 1 7?4.1 79R nate- 1 ooa 






70 


Author HUBER et a I. Title: Tubulin Binding of Conformational^ Restricted BJs-Aryl Compounds 
Publ: 

Broorganic & Medicinal Chemistry Letters Vol/lss: 1 (5) Pages: 243-246 Date? 1Q01 






71 


Author. JOSEFSSON et al. Title: Suppression of Type II Collagen-Induced Arthritis by the Endogenous 

Estrogen Metabolite 2-Methoxyestradiol 

Publ: 

Arthritis & Rheumatism Vol/lss: 40 (1) Pages: 1 $4-1 Kl flat*. m/1007 






72 


Author KABARITY et al. Title: Further Investigations on the cytological effects of some contraceptives 
Publ: 

Mutation Research Vol/lss: 135 Pages: 181-1 AA l>ati»- 1QAA 






\73 

V 


Author KELLY et al. Title: The Stimulation of Prostaglandin Production by Two Antiprogesterone 

Steroids in Human Endometrial Cells (Abstract only) 
Publ: v " 

Journal of Cfinical Endocrinology Metabolism Vol/lss: 62 (6\ Pages: 1116-1173 Date* or/iorr 





Examiner 
Signature 



Date 

Considered 



Kline document 



'Unique citation designation number. 'See attached Kinds of U.S. Patent Documents. 'Enter Office that Issued 4he document, by the 
two-letter code (WIPO Standard ST.3). "For Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document 'Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. "Applicant is to place a check mark here if English language translation is attached. 



PTO/SB/08A (OMO) 



App^H for use through 1Q731/20Q2 OMB 0651-0031 



U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
% Under the Paperwork Reduction Act of 1 995, no persons are required to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PTO 




RMATION DISCLOSURE 
EMENT BY APPLICANT 

£j (use as many sheets as necessary) 



11 



of 



16 



Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Untt 



Examiner Name 



Attorney Docket Number 



09/939,208 



08/24/2001 



Agoston et al. 



0521 3-0852 431 70-2635 



OTHER PRIOR AftY - NOhl LATENT LlTERAtURE; bOCUfW&sffS 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, Journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



Author MEIKRANT2 et al. 
Publ: 

Journal of Cellular Biochemistry 



Title: Apoptosis and the CeH Cycle 



Vol/lss: 58 



Pages: 160-1 74 Date: 06/1995 



Author: MILLER et aL 
Publ: 

Journal of Medicinal Chemistry 



Title: Synthesis and Structure-Activity Profiles of A-Homoestranes, the 
Estratropones 



Vol/1 ss: 40 



Pages: 3836-3841 Date: 1997 



weft/ 



Title: Calcium and Oestrogen Interactions upon the Rat Thymic Lymphocyte 
Plasma Membrane 



Author MORGAN et al. 
Publ: 

Biochemical and Biophysical Research Communications Vot/lss: 72 (2) 



Pages: 663-672 Date: 09/20/76 



84 



Author MUKHOPADHYAY et al. Title: Induction of Apoptosis in Human Lung Cancer Cells alter Wild-Type p53 

Activation by Methoxyestradiol 

Pubh 



Oncogene 



Vol/lss: 14 



Pages: 379-384 Date: 1997 



85 



Author MUKUNDAN et aL 
Publ: 

Hormone and Metabolic Research 



Title: Liver Regeneration in Oral Contraceptive Treated Female Rats - Effects of 
Moderate Malnutrition 



Vol/lss: 16 



Pages: 641 -645 Date: 12/1984 



86 



Author NAKAGAWA-YAGI et al. Title: The Endogenous Estrogen Metabolite 2-Methoxy estradiol Induces Apoptotic 

Neuronal Cell Death In Vitro 

Publ: 



Life Sciences 



Vol/lss: 58 (17) Pages: 1461-1467 Date: 1996 




Author NAKAMURA et al. Title: Studies on the Total Synthesis of cff-Colchicine. I. Synthesis of 3-Hydroxy-9, 

10, 114nmethoxy-1,2,3 ( 4,6 ) 7^exahydror5r«ibensola,cJ 
PuD,: cydoheptatrien-5-one 

Chemical and Pharmaceutical Bulletin Vol/lss: 10 Pages: 281 -290 Date: 1962 



Examiner 
Signature 



Date 

Considered 



d4he document, by the 



'Unique citation designation number. 'See attached Kinds of U.S. Patent Documents. 'Enter Office that issued 4he document, by the 
two-letter code (W1PO Standard ST.3). *For Japanese patent document, the incfication of the year of the reign of the Emperor must 
precede the serial number of the patent document 'Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation Is attached. 



PTO/SB/08A (08-00) 
Apf^Bd for use through 1 0/31 /2002 OMB 0651 -0031 
U.S. Patent and TradertBrk Office: U.S. DEPARTMENT OF COMMERCE 
% Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless ft contains a valid OMB control number 




Substitute for Form 1449/A/PTO 



FORMATION DISCLOSURE 
ATEMENT BY APPLICANT 

(use as many sheets as necessary) 



13 



of 



16 



Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



Attorney Docket Number 



09/939.208 



08/24/2001 



Agoston et al. 

tear J&c <=> 



Itoassignea Qfr<Z/j£ 



05213-0852 43170-263550 



OTHER PRIOR ARf - NtoN PATEMY UtERAtURE DOCUMENTS 



Examiner 
Initials 



Include name of the author (in CAPITAL LETTERS), tftte of the article (when appropriate), title of the 
item (book, magazine, Journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
pubfisher, cfty and/or country where published 



95 



Author: POU etal. 
Pubh 

Proeedlngs of the National Academy of Science USA 



Title: Tumor Necrosis Factor a Functions In an Autocrine Manner In the Induction 
of Human Immunodeficiency Virus Expression 



Vol/lss: 87 



Pages: 782-785 Date: 01/1990 



96 



Author RAVI N DRA, R. 
Publ: 

Journal of Indian Institute of Science 



Title: Effect of Estradiol on the in vitro Assembly of Rat Brain Tubulin 

Vol/lss: 64 (3) Pages: 27-35 Date: 03/1983 



Author: SAKAKJBARA et al. 
Publ: 

Mutation Research 



Title: Effects of Diethytetilbestrol and its Methl Ethers on Aneuploidy Induction and 
Microtubule Distribution in Chinese Hamster V79 cells 



Vol/lss: 263 



Pages: 269-276 Date: 08/1991 



98 Author SATO etal. 



Publ: 

Chemical and Pharmaceutical Bulletin 



Tide: Effect of Estradiol and Ethynylestradiol on Microtubule Distribution in Chinese 
Hamster V79 Cells 



Vol/lss: 40(1) Pages: 182-184 Date: 01/1992 



99 



Author: SATO etal, 

Publ: 
Gann 



Title: Disruptive Effect of Diethylstilbestro) on Microtubules 



Vol/lss: 75 



Pages: 1046-1 048 Date: 12/1984 



100 



Author SAWADA et al. 
Publ: 

Mutation Research 



Title: Colchicine-Uke Effect of Diethylstilbestrol (DES) on Mammalian Cells in Vitro 



Vol/lss: 57 



Pages: 175-182 Date: 05/1978 



101 



Author SEEGERS et al. Title: Cycfic-AMP and Cycflc-GMP Production in MCF-7 Cells Exposed to 

Estradiol-17 Beta, Catecho (estrogens and Methoxy-Estrogens In MCF-7 
PuW: CeDs (Meeting Abstract only) 

Joint MCMst Symposium. Third 1st International Vol/lss: Pages: Date: 09/25/89 



Symposium. Biology and Therapy of Breast Cancer 



Examiner 
Signature 



Date 

Considered 



'Unique cdatfon designation number. 'See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the 
two-letter code (W1PO Standard ST.3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document Kind of document by the appropriate symbols as indicated on the document 
under W1PO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation is attached. 



^■k PTO/SB/08A (08-00) 

App^B for use through 10/31/2002 0MB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number 




te for Form 1449/A/PTO 



ORMATION DISCLOSURE 
TEMENT BY APPLICANT 

(use as many sheets as necessary) 



Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



09/939,208 



08/24/2001 



Agoston et al. 



12 



of 



16 



Attorney Docket Number 



0521 34)852 431 70-263550 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examine! 
Initials 



Include name of the author (in CAPITAL LETTERS), tftte of the article (when appropriate), title of the 
item (book, magazine. Journal, serial, symposium, catalog, eta), date, page(s), volume-Issue numbers), 
publisher, cfty and/or country where published 



88 



Author: KAMBARA et al. 
Publ: 

Chem. Pharm. BuDetin 



Title: ShKfies on Steroid Conjugates. III. New Synthesis of 2-Metnoxyestrogens 



Vol/lss: 18(3) Pages: 474-480 Date: 03/1970 



89 Author: NAPOLITANO et al. 



Publ: 



/ 



Journal of Medical Chemistry 



Title: 1 1 Beta-Substituted Estradiol Derivatives. 2. Potential Carbon-11 and 
Iodine-Labeled Probes for the Estrogen Receptor (Abstract only) 

Vol/lss: 38(14) Pages: 2774-2779 Date: 07/07/95 



Title: Anti-Prollferatrve Effect of 2-Methoxyestradiol on Cultured Smooth Muscle"" 
Cells from Rabbit Aorta 



Author Nl SHI GAKI et al. 
Publ: 

Atherosclerosis 



Vol/lss: 113 



Pages: 1 67-1 70 Date: 1 995 



91 



Author: OCHS etal. 
Publ: 

Cancer Research 



Title: Effect of Tumor Promoting Contraceptive Steroids on Growth and Drug 
Metabolizing Enzymes (n Rat Uver (Abstract only) 



Vol/lss: 46(3) 



Pages: 1224-1232 Date: 1986 



Title: 1 77. The Enantioselective Synthesis of (^Estradiol from 

1,3-Dihydrobenzo[c] thiophene-2,2-dioxide by Successive Thermal 
SOrExtrusion and Cycloadditton Reactions 

Vol/lss: 63 Pages: 1703-1707 Date: 1980 



92 



Author OPPOLZER etal. 
Publ: 

Helvetica Chlmfca Acta 



93 



Author PARTHASARATHY et al. Title: Antioxidant: A New Role for RU-486 and Related Compounds (Abstract only) 
Publ: 

Journal of Clinical Investigation Vol/lss: 94 (5) Pages: 1 990-1 995 Date: 1 1 /1 994 



94 



Author PAULL etal. 
Publ: 

Cancer Research 



Title: Identification of Novel Antimitotic Agents Acting at the Tubulin Level by 
Computer-assisted Evaluation of Differential Cytotoxicity Data 



Vol/lss: 52 



Pages: 3892-3900 Date: 07/15/92 



Examiner 
Signature 




Date 

Considered 





'Unique citation designation number. 'See attached Kinds of U.S. Patent Documents. 'Enter Office that issued ttie docurpent, by the 
two-letter code (WIPO Standard ST.3). for Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serai number of the patent document 'Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation is attached. 



PTO/SB/08A (08-00) 
I for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and TradernlK Office: U.S. DEPARTMENT OF COMMERCE 
% Under the Paperwork Reduction Act of 1 995, no persons are required to respond to a collection of information unless it contains a valid OMB control number 



adenSrK C 



Substitute for Form 1449VA/PTO 




ORMATION DISCLOSURE 
TEMENT BY APPLICANT 

(use as many sheets as necessary) 



Sheet ^ 



14 



of 



16 



Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



Attorney Docket Number 



09/939,208 



08724/2001 



Agoston et aL 



052134852 431 70-263550 



OTHER F»RloR AkT - NoM PAtENY Ut^rAIUrM bOCUMEMTS 



Examiner 
Initials 



^102 



Cite 
No. 1 



Include name of the author On CAPITAL LETTERS), title of the article (when appropriate), tttta of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-Issue numbers), 
pubfisher, city and/or country where published 



Author SEEGERS, J.C. et al. 
Publ: 

Journal of Steroid Biochemistry 



TOte The Cytotoxic Effects of Estradiol-! 7B, Catecholestradiols and 
Metrtoxyestradiols on Dividing MCF-7 and HeLa Ceils 

Vol/lss: 32 (6) Pages: 797-609 Date: 1989 



103 



AuthonSHARPetal. 
Publ: 

Carcinogens 



Title: Diethylstifbestrol: the Binding and Effects of Dietnytstilboestrol upon the 
Polymerisation and Deporymerisation of Purified Microtubule Protein in vitro 



Vol/lss: 6 (6) 



Pages: 865-871 Date: 06/1985 



104 



AuthonsPICERetaL 
Publ: 



Molecular and Cellular Endocrinology 



Title: Catechotestrogens Inhibit Proliferation and DNA Synthesis of Porcine 

Granulosa Cells in vitro: Comparison with Estradiol, So-dihydrotestosterone, 
Gonadotropins and Catecholamines 



Vol/lss: 64 



Pages: 1 1 9-1 26 Date: 1 989 



105 



Author STERNUCHT et al. 
Publ: 

The Journal of Biological Chemistry 



Title: Colchicine Inhibition of Microtubule Assembly via Copolymer Formation 

Vol/lss: 254 (20) Pages: 10540-10550 Date: 10/25/79 



106 



AuthonsUN et al. 
Publ: 

Journal of Medicinal Chemistry 



Title: Antitumor Agents. 139. Synthesis and Biological Evaluation of Thiocolchicine 
Analogs 5,6-Dihydro-6(SHacyloxy)-and 
5,6-Dihydro-6(SH(acyloxy)methyl}-1 ,2,3- 

Vol/lss: 36 Pages: 544-551 Date: 03/05793 



107 



Author SUNAGAWA et al. 
Publ: 

Chem. Pharm. Bulletin 



Title: Synthesis of Colchicine; Synthesis of 

e^'Demethyoxydeoxy-hexahydrocolchicine 



Vol/lss: 9 



Pages: 81 -83 



Date: 1961 



XT 



Author TERANISHI, M. et al. Title: Methylation of Catechol Estrogen with Dtazomethane 
Publ: 

Chemical and Pharmaceutical Bulletin Vol/lss: 31 (9) Pages: 3309-331 4 Date: 09/1963 



Examiner 
Signature 




Date 

Considered 



i the document, by 



■Unique citation designation number. 'See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the 
two-Jetter code (WIPO Standard ST.3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 1 6 if possible. "Applicant is to place a check mark here if English language translation is attached. 



PTO/SB/OSA (08-00) 
I for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Tradefliffc Office: U.S. DEPARTMENT OF COMMERCE 
t Under the Paperwork Reduction Act of 1 995, no persons are required to respond to a collection of information unless ft contains a valid OMB control number 



(vppAf 

ademSTx 0 



Substitute for Form 1449/A/PTO 

, TSSSgATEMENT BY APPLICANT 

I itj (use as many sheets as necessary) 

1 — i 


Complete If Known 


Application No. 


09/939,208 


Filing Date 


08/24/2001 


First Named Inventor 


Anncinn pf al 


Group Art Unit 


ipr/*/^ 


Examiner Name 


Uwwstgned (£J#3-I^> 


Shfirf/ 15 of 16 


Attorney Docket Number 


05213-0852 43170-263550 



OttMft t>R10R ARf . NOfSl PAttNY UTERAtUR^ DOCUMENTS 



Examine! 
Initials 



ft 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-Issue numbers), 
publisher, cfty and/or country where published 



109 AuthonnSHLERetal. 
Publ: 

Cancer Research 



Title: Microtubule-Active Drugs Taxot, Vinblastine, and Nocodazole Increase the 
Levels of Transcriptionally Active p53 



Vol/Iss: 55 



Pages:6021-6025 Date: 12/15/95 



110 



A 



Author TSUTSUI et al. 
Publ: 

Toxicology in Vitro 



Title: Comparison of Human Versus Syrian Hamster Cells in Culture for Induction 
of Mitotic Inhibition, Binucteatlon and MultinucleatJon, Following Treatment 
with Four Aneuptoidogens 

Vo)/lss:4(1) Pages: 75-84 Date: 1990 



AuthonuTNEetal. 
Publ: 

Journal of Organic Chemistry 



Title: The Synthesis of 2- and 4-Fluoroestradiol 

Voi/lss: 33 (6) Pages: 2469-2473 Date: 06/1968 



112 



Author VAN GEERESTEIN et al. Title: Structure of 11.beta.-(4-(dimethylamino)phenyl>-17.beta.-hydroxy.17. 
puW alpha .-(2- propenyl) estra-4,9-dlen-3-one (Identifier only) 

Acta Crystal! Pgr., Sect. C: Cryst. Struct. Commun. . 



Vol/Iss: C43 (2) Pages: 319-322 Date: 1987 



113 



Author VAN TAMELEN et al. 
Publ: 

Tetrahedron 



Title: The Synthesis of Colchicine 



Vol/Iss: 14 



Pages: 8-34 



Date: 09/1961 



114 



Author. WANG, 2. et al. Title: An Optimized Synthesis of 2-Methoxyestradtol, a Naturally Occurring Human 

p b| Metabolite with Anticancer Activity 

Synth.Commun. Vot/lss: 28(23) Pages: 4431-4437 Date: 1998 



115 



V 



Author WHEELER et al. Title: Mitotic Inhibition and Aneuploidy Induction by Naturally Occurring and 

_ _ Synthetic Estrogens in Chinese Hamster CeDs in Vitro 

Publ: 

Mutation Research Vol/Iss: 171 Pages: 31 -41 Date: 1986 



Examiner 
Signature 



Date 

Considered 




'Unique citation designation number. *See attached Kinds of U.S. Patent Documents, 'Enter Office that tssuedthe document, by the 
two-letter code (W1PO Standard ST. 3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must 
precede the serial number of the patent document *Kind of document by the appropriate symbols as Indicated on the document 
under WIPO Standard ST. 1 6 if possible. "Applicant is to place a check mark here if Engfish language translation is attached. 



PTO/SB/08A (08-00) 

o v App^H for use through 10/31/2002 0MB 0651-0031 

U.S. Patent and TraderrWOfTtee: U.S. DEPARTMENT OF COMMERCE 
^ Under the Paperwork Reduction Act of 1 995, no persons are required to respond to a coQection of information unless it contains a valid OMB co^^M number 



Substitute for Form 1449/A/PTO 




RMATION DISCLOSURE 
EMENT BY APPLICANT 

(use as many sheets as necessary) 



16 



of 



16 



Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



Attorney Docket Number 



09/939,208 



08/24/2001 



Agoston et at. 



-rrr 



1623 



Unasslgned 



05213-0852 431 70-; 



OTHER PRIOR ART - NON PATENT LITERATURE^ DOCUMENTS 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, Journal, serial, symposium, catalog, etc.). date, page(s), volume-Issue number(s), 
publisher, city and/or country where published 



Author WHEELER etal. 
Publ: 

Cell Motility and the Cytoskeleton 



Title: Mitotic Inhibition and Chromosome Displacement Induced by Estradiol in 
Chinese Hamsters Cells 



Vot/lss: 7 (3) 



Pages: 235-247 Date: 1987 



O 

rn 
< 



Author YUE et al. 
Publ: 

Molecular Pharmacology 



Title: 2-Methoxy estradiol, an Endogenous Estrogen Metabolite, Induces ApoptosJs 
In Endothelial Cells and Inhibits Angiogenesis: Possible Role for 
Stress-Activated Protein Kinase Signaling Pathway and Fas Expression 
Vol/ls$:51 Pages: 951 -952 Date: 1997 



Examiner 
Signature 



Date 

Considered 



ieoVfhe document 



'Unique citation designation number. *See attached Kinds of U.S. Patent Documents. 'Enter Office that rssueoVthe document, by the 
two-letter code (W1PO Standard ST.3). Tor Japanese patent document, the Indication of the year of the reign of the Emperor must 
precede the serial number of the patent document *Kind of document by the appropriate symbols as indicated on the document 
under WIPO Standard ST. 16 if possible. 'Applicant Is to place a check mark here if English language translation is attached. 




Patents 

m THE UNITED STATES PATENT AND TRADEMARK OFFICE"* 
In re Application of: 
Agoston et al. 
Serial No. 09/939,208 
Filed: August 24, 2001 

For: Antiangiogenic Agents ) 



Group Art Unit: 1616 
Examiner: Sabiha Nairn Qazi 



SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT 



Assistant Commissioner for Patents 
Washington, DC 20231 



Sir. 

The citation of information on the attached Form PTO/SB/08, "List of Art Cited 
by Applicant" is made pursuant to 37 C.F.R. §§ 1.97 and 1.98. A copy of each listed item is 
enclosed. In reference to 37 CJF.R. § 1.97(b), this Supplemental Information Disclosure 
Statement is being filed before the mailing of a first Office action on the merits. Applicants 
respectfully request that this information be considered by the Office. 



I hereby certify that this correspondence is being deposited with the 
United States Postal Service as first class mail in an envelope addressed 
to: Assistant Commissioner for Patents, Washington, DC 20231 on 
May g . 2002. 

Suzanne SeaveUo Shope - Reg. No. 37,933 

AILUBOinSM.1 



U.S. Application No. 09/939,208 
Supplemental Information Disclosure Statement 
Page 2 



The citation of this information does not constitute an admission that any of the 
materials are available as a reference or of priority, or a waiver of any right applicant may have 
under applicable statutes, Rules of Practice in patent cases, or otherwise. 

Respectfully submitted, 



KILPATRICK STOCKTON LLP 
1 100 Peachtree Street 
Suite 2800 

Atlanta, Georgia 30309-4530 
(404)815-6500 

Our Docket No: 05213-0852 (43170-263550) 



By: Suzanne Seavello Shope 
Reg. No. 37,933 



ATUB02 7S9ML1 



PTO/SB/OaA (08-00) 

. * Appro* " for us© through 10/31/2002 OMB 0651-0031 

U.S. Patent and Tradema. ffice: U.S. DEPARTMENT OF COMMERCE 
Under tfce Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless a contains a valid OMB control number 



Substitute for Form 1449/A/PTO 

INFORMATION DISCI 0<5IIRP 
STATEMENT BY APPLICANT 

(use as marry sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Dat 


06724/2001 _ 


First Named Inventor 


Agoston 


Group Art Unit 


1616 


Examiner Name 


Sabtha Nairn Qazi 


Sheet | 1 | of | 3 


Attorney Docket Number 


052134852 (43170-263550) 



FOREIGN PATENT DOCUMENTS 



Examiner 
Initiate 


Cite 
No. 1 


Foreign Patent tttcurnent 


Name of Patentee or 
Applicant of Cited Document 


Dateof PubBcation 
of Cfted Document 
MM-OD-YYYY 


Pages, Columns, Lines. Where 
Relevant Passages or 
Relevant Figures Appear 




Kind Code 5 
Office* Number 4 (d known) 




/I 


JP 


63090763 


A 


Research Development Corp. of 
Japan (Abstract only) 


04/21/1988 







Considered 




•i^i^,^2!f* nnun * er - ^aaaehed Kinds of U.S. Patent Documents! >EnterOfBcs that issued ttekWm, by tiT 
n^TfK C T!i^ ^Japanese patent document, th indication of the year of the reign of th Emperor must 

E^^^t nU JT^ d0CUmenL ^ of document by the appropriate symbols as indicated on th document 

unoerWPO Standard ST. 16 if possible. 'Applicant is to place a checkmark here if EngSsh language translation is attached 



• PTO/SB/08A (OWO) 

Appro for use through 10731/2002 OMB 0651-0031 
U.S. Patent and Trademar. Jfice: U.S. DEPARTMENT OF COMMERCE 
Under ?he Paperwork Reduction Act of 1 995. no persons are required to respond to a collection of Information unless 1 contains a vaGd OMB control number 



Substitute for Form 1449/A/PTO 

INFORMATION ni^PI DQIIRP 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Comptet if Known 


Appfication No. 


09/939,208 


Fifing Date 


08/24/2001 


• First Named Inventor 


Agoston 


Group Art Unft 


1616 


Examiner Name 


Sabiha Nairn Qazi 


Sh et | 2 | of | 3 


Attorney Docket Number 


05213^852 (43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examine; 
Initials 



Cite 
No. 1 



Include name of the author (in CAPHAL LETTERS), tBte of the article (when appropriate), title of the 
Rem (book, magazine, Journal, serial, symposium, catalog, eta), date, page(s), volume-issue numbers), 
publisher, dty and/or country where published 



Author: ARNOLDI et aL 
Publ: 

Journal of Aarkx Food Chem. 



Tttte: Sweet isovanflr/l Derivatives: Synthesis and Structure-Taste Relationships of 
ConformatfonaDy Restricted Analogs (abstract only) 

Volflss: 46(10) Pages:40Q2-4010 Date: 1998 



Author AUDIER et al 
Publ: 

Bulletin De ta Sodete Chtmique De France 



Title: Orientation de la fragmentation en spectrometrie de masse par Introduction 
de groupements foncbonneb. VII. * Etheylenecetals de ceto-2 steroides 



VoJ/Iss: 10 



Pages: 3088-3090 Date: 1965 



Author CAMBIEet at 
Publ: 

Journal of the Chemical Society 



Tide: Aromatic Steroids. Part II. Chromium Trioxide Oxidation of Some 
Oestra-1,3-^10Hrienes 



Volftss:9 



Pages: 1234-1240 Date: 1969 



Author FHTlZONetaL 
Publ: 

Bui Soc Chim. FR. 



Title: Synthesis of 2-keto steroids (abstract only) 



Volflss: 8 



Pages: 3301-3306 Date: 1968 



Author UCHTENAUER et al 
Publ: 

Deutsches medfeinisches Journal 



Title: Zur BehanoTung des Prostata-Kajzinoms 



Voi/Iss: 23 



Pages: 248-249 Date: 01/1972 



Author UMANTSEV et aL 
Publ: 

AkushJrekoL 



Tltfe: Effect of some estrogen structural analogs on the development of the mouse 
embyo (abstract only) 



Votflss:6 



Pages: 55-56 



Date: 1982 



8 



Author MILLER, Thomas 
Publ: 

Dissertations Abstracts International 



Title: Tubulin as a Therapeutic Target (Abstract only) 

Vol/Iss: 5907B Pages: 3454 



Date: 1998 



Examin r 
Signature 



Date 

Considered 



tllS^^/S 1 ^^^,^ * U - S - PateBt Documerrts - ^ Offca ttat isLd th docuhCnt, by th 

n£^t££*T ^^ ST3) - Tor ^P 3 " 656 document, the Indication of th year fth reign ofth Emperor must 

uiwerwiPO Standard ST. 16 if possibla 'Applicant is to place a check mark here if English language translation is attached. 



PTO/S8/08A (03-00) 
Apprr for use through 10/31/2002 OMB 0651-0031 

- * D , _ _ . A . , „ Me U.S. Patent and Trademai /ffice: U.S. DEPARTMENT OF COMMERCE 

Undef tne Paperwofic Reduction Act of 1995, no persons are required to respond to a collection of Information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PTO 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Dat 


08/24/2901 


First Named Inv ntor 


Agoston 


Group Art Unit 


1616 


Examiner Name 


Sabtha Nairn Qazi 


Sheet | 3 | of | 3 


Attorney Docket Number 


05213-0852 (43170-263550) 



OTHER PRIOR ART - NON PATENT LTTERATUte bOCOMENTS 



Examiner 
Initials 



Cite 
No. 1 



include name of the author (in CAPITAL LETTERS), titte of the article fwhen appropriate), title of the 
Item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-Issue numberts), 
publisher, city and/or country where published 



Autnon NUMAZAWA et aL Ttoe: Efficient Synthesb oi 2-Methoxy- and 4^emoxy-Estrogens 
PuW: 



SmaTof the Chemical Society 




r ojflss: 



Pages: 533-534 Date: 01/01/83 



Author RAO etaL 
PuW: 

Experimental CeD Research 



Title: Structural Spedfk^ of Estrogens in the Induction of Mitotic Chromatid 
Non-Disjunction In Hela Cells 



Vol/lss: 48 



Pages:71-81 



Date: 1967 



11 



AumoRRAOetaL 
Pnbl: 



Synthesis 




Title: A Novel, Two-Step Synthesis of 2-MethoxyestradioJ 
Vol/lss: 



Pages: 168-1 69 Date: 03/01/77 



AutnonSAKAKlBARA, KYOICHI Title: 2-Nydroxy-1 ,3,5<10>€stratnene derivatives (abstract only) (Identifier 
PuW: XP-002186126) 

Chemical Abstracts 



Vol/lss: 60(1) Pages: 



Date: 01/06/64 



Examiner 
Signature 



"T^i r - ^ ^ched Kinds of U.S. Patent Documents. "Enter Office that issued L 6ocdL± \ 
»ard ST.3L tot Jananes oaten* doatmenf fha tfwr^u. *i ~* _t — ' 



, , 

'Unique citation designation number. 



two^tter r~fe amS ev^TL ^?^ ^- . ™" oa uocuments. "Enter Office that issued fre docuhent by th 

™™^jW!PO Standard ST.3). TorJapanes paterrtdw^nt. the indication of the year of th reign <rf the EnSeWmu^ 
uMro stfndT^ 7™ ^ d T T T l ^ * ***™<* * *° appropriate syn££ asLS on^e^^^ 
under WIPO Standard ST. 16 if possible. 'Applicant is to place a check mark here if English language translation is attache* 




THE UNITED STATES PATENT AND TRADEMARK OFFICE 

tion of: 



Patents j 



Art Unit: 1616 
Examiner: Qazi, Sabiha Nairn 



et al. 
No. 09/939,208 
Filed: August 24, 2001 

For: Antiangiogenic Agents 

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 223 1 3- 1 450 




Sir: 



The citation of information on the attached Form PTO/SB/08 is made pursuant 
to 37 C.F.R §§ 1.56, 1.97, and 1.98. A copy of each cited item is enclosed. 

As this Information Disclosure Statement is being filed after the issuance of an 
office action on the merits, pursuant to 37 C.F.R. § 1.97(c)(2), the fee of $180, as set forth in 
§1.17(p), is enclosed. 

The citation of this information does not constitute an admission of priority or 
that any cited item is available as a reference, or a waiver of any right the applicant may have 
under applicable statutes, Rules of Practice in patent cases, or otherwise. 



KILPATRICK STOCKTON LLP 
Suite 2800, 1 100 Peachtree Street 
Atlanta, GA 30309 
(404)815-6500 

Our Docket: 05213-0852 (43170-263550) 




Reg. No. 29,105 



I hereby certify that this coj 
Postal Service as first c 
Patents, P.O. Box 1450, 



12/16/2003 ZJUHAR1 00000027 09939208 
01FC:1806 180.00 OP 




the United States 
Commissioner for 
10, 2003. 



s*>Reg. No: 29,105 



Under the Paperwork Reduction 



PTO/SB/08A (08-00) 
Approved for use through 10/31/2002 OMB 0651-0031 
US. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 



Substitute for Fomi 1449/A/PTO \ Q 

INFORMATIOlV^tll^^JRE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Date 


08/24/2001 


First Named Inventor 


Gregory E Agoston et al. 


Group Art Unit 


1616 


Examiner Name 


Qazi, S. 


Sheet 1 of 15 


Attorney Docket Number 


05213-0852 (43170-263550) 



VS. PATENT DOCUMENTS 



Examiner 
Initials 


Cite 
No. 1 


U.S. Patent Document 

Kind Code 9 
Number 4 (if known) 


Name of Patentee or 
Applicant of Cited Document 


Date of Publication 
of Cited Document 
MM-OD-YYYY 


Pages, Columns, Lines, Where 
Relevant Passages or 
Relevant Figures Appear 


— / 


1 


4,552,758 




Murphy et al. 


11/12/1985 






2 


4,808,402 




Leibovich et al. 


02/28/1989 




Hn 


3 


5,629,340 


A 


Kuwano et al. 


05/13/1997 




r 


4 


5,639,725 




O'Reilly etal. 


06717/1997 






5 


5,716,981 




Hunter et al. 


02/10/1998 






6 


5,733,876 




O'Reilly etal. 


03/31/1998 






7 


5,776,704 




O'Reilly et al. 


07/07/1998 




i — y 


8 


5,792,845 




O'Reilly et al. 


08/11/1998 






9 


5,837,682 




O'Reilly 


11/17/1998 






10 


5,854,205 




O'Reilly et al. 


12/29/1998 






11 


5,854,221 




Cao et al. 


12/29/1998 






12 


536 1,372 




Folkman et al. 


01/19/1999 






13 


5,885,795 




O'Reilly etal. 


03/23/1999 






14 


6,284,789 


Bl 


LaLonde et al. 


09/04/2001 






15 


6,399,773 


Bl 


Liu et al. 


06704/2002 






16 


6,514,971 


Bl 


Thomas et at. 


02/04/2003 






17 


2002/0068724 


Al 


Slaga et al. 


0670672002 





Examiner 
Signature 



Date 

Considered 



■Unique citation designation number. *See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the two-letter code 
(WIPO Standard ST.3). 'For Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



PTO/SB/08A (08-00) 

■== — Approved for use through 10731/2002 OMB 0651-0031 
Xr U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 

Under the Paperwork Reduction Act of M>©, no persons afc^auired to respond to a collection of information unless it contains a valid OMB control number 



oUDSiuuie ior ronn i***w/vriu \ am, 1 ^ 

C 

INFORMATION DISCLOSURE 
STATEMENT BY AI^ffiCANT 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Date 


08/24/2001 


First Named Inventor 


Gregory E. Agoston et a). 


Group Art Unit 


1616 


Examiner Name 


Qazi,S. 


Sheet 2 of 15 


Attorney Docket Number 


05213-0852(43170-263550) 



FOREIGN PATENT DOCUMENTS 



Examiner 
Initials 


Cite 
No.' 


Foreisn Patent Document 


Name of Patentee or 
Applicant of Cited Document 


Date of Publication 
of Cited Document 
MM-DD-YYYY 


Pages, Columns, Lines, Where 
Relevant Passages or 
Relevant Figures Appear 


V 


Kind Code 3 
Office* Number 4 Of known) 




18 


EPO 


0166937 


A2 


Abbott Laboratories 


08/01/1986 














DE 


27 57 157 




Schering AG 


12/19/1977 








/ 




'20 


WO 


93/19746 


Al 


ORION-YH-TYMA OY 


10/14/1993 












V 


WO 


99/22728 


Al 


Arch Development Corporation 


05/14/1999 














J2- 


H-209322 






OI/27/1QQ8 




No 










9 


























23 




_^sv&vm — 










No 






















_24_ 


jp. 


- — 63-H9560 




T 


05/24/t988 




No 



Examiner 
Signature 



Date 

Considered 



Unique citation designation number. 'See attached Kinds of VS. Patent Documents. "Enter Office that issued the document, by (ne two-letter code 
(WIPO Standard ST.3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. •Applicant 
is to place a check mark here if English language translation is attached. 



<V^\ PTO/SB/08A (08-00) 

X Approved for use through 1 0/3 1/2002 OMB 065 1 -003 ) 

"-JX U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 

Under the Paperwork Reduction Act of 1995, no personam required to respond to a collection of information unless it contains a valid OMB control number 



gU* j j j 

Substitute for Form 1449/A/PTO ^ £ 

rNFORMATION%JS©E$SURE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 



Complete if Known 



Application No. 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



09/939,208 



08/24/2001 



Gregory E. Agoston et al. 



1616 



Qazi.S. 



Sheet 



of 



15 



Attorney Docket Number 



05213-0852(43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No.' 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, pagc(s), volume-issue numbers), 
publisher, city and/or country where published 



25 



Author: 
Pubi: 



Research Plus Catalog 



Title: 




Vol/lss: 



Pages: 50-58 



Date: 1993 



Author: 
Publ: 

Chemical Abstracts 



Title: Registry Number 56933-77-8 



Vol/lss: 



Pages: 



Date: 



Author: 
Publ: 

Chemical Abstracts 



Title: Registry Number 56933-78-9 



Vol/lss: 



Pages: 



Date: 



8 lAutbor: 



Publ: 

Chemical Abstracts 



Title: Registry Number 57380-15-1 



Vol/lss: 



Pages: 



Date: 



5* 



2) 



Author: 
Publ: 

Qrcmfcaj Abstracts 



Title:Registry Number 71782-94-0 



Vol/lss: 



Pages: 



Date: 



; 10 Author: 



Publ: 

Chemical Abstracts 



Tide:Registry Number 71782-95-1 



Vol/lss: 



Pages: 



Date: 



31 



Author 
Publ: 

Chemical Abyftms 



Title: Registry Number 101277-11-6 



Vol/lss: 



Pages: 



Date: 



Examiner 
Signature 



Date 

Considered 



'Unique citation designation number. 'See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the two-letter code 
(WIPO Standard ST.3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. *Applicant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act erf 1995, no persons ( 



PTQ/SB/08A (08-00) 
Approved for use through 1 0/3 1/2002 OMB 065 1 -003 1 
US. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
quired to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PTO h 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Date 


08/24/2001 


First Named Inventor 


Gregory E. Agoston et al. 


Group Art Unit 


1616 


Examiner Name 


Qazi, S. 


Sheet 4 of 15 


Attorney Docket Number 


05213-0852(43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No.' 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publ isher, city and/or country where published 



32 



Author 
Publ: 

qhemMAfrftrapts 



Title:Registry Number 10142940-7 



Vol/lss: 



Pages: 



Date: 



33 



Author; 
Pub): 

Chemical Abstracts 



Title:Rcgistry Number 162853-20-5 



Vol/lss: 



Pages: 



Date: 



34 Author: 
F H tt - 



Titie:News Article: Hoffinan-La Roche Signs $70 Million Deal with Millenium on 
Genomics Technology 



Genetic Engineering News 



Vol/lss: 




'ages: 



Pate; 4/15/1994 



35 



Author 



pobir 

Genetic Eneineerme News 



Title:Ncws Article: Advanced Drug Delivery Systems Peak Interest of Pharmaceutical & 



Vol/lss: $ 



Pages: 



Date: 4/15/1994 



36 



Author 
Publ: 



Title:News Article: Nasal Spray for Treating Bleeding Disorders 




Vol/lss 



Pages: 



Date: 4/15/1994 




Author: ALGIRfc G.H. et al. 
Publ: 

Journal of the National Cancer Institute 



Tide: Vascular reactions of normal and malignant tumors in vivo. I. Vascular reactions of 
mice to wounds and to normal and neoplastic transplants 



Vol/lss: 6 



Pages: 73-85 



Date: 0671945 



Author. AUEVetal. 
Publ: 

Chemical Abstracts 



Title: 54929q Synthesis of cycloalkyl derivatives of dihydric phenols and their ethers 



Vol/lss: 72 



Pages: 370 



Pate: 1970 



Examiner 
Signature 



Date 

Considered 



'Unique citation designation number. "See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the two-letter code 
(WIPO Standard ST J). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. *Applicant 
is to place a check mark here if English language translation is attached. 



PTO/SB/08A (08-00) 

<r*p~g^s. Approved for use through 10/31/2002 OMB 0651-0031 

U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
Under the Paperwork Reduction Ac/of 1995, no personsiare required to respond to a collection of information unless it contains a valid OMB control number 



L DEE 1 2 75153 "l 

Substitute for Form 1449/A/PTO , 

INFORMATIONl&tl^LpSilJRE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Date 


08/24/2001 


First Named Inventor 


Gregory E. Agoston et al. 


Group Art Unit 


1616 


Examiner Name 


Qa*i,S. 


Sheet 5 of 15 


Attorney Docket Number 


05213-0852 (43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No.' 



Include name of the author On CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



Author: ANSTEADetal. 

Publ: 

Steroids 



TitlerThe Estradiol Pharmacophore: Ligand Structure-Estrogen Receptor Binding Affinity 
Relationships and a Model for the Receptor Binding Site 



Vol/lss:62 



Pages: 268-303 



Date: 



1997 



40 Author: ATTALLA et al. 
Publ: 

Biochemical and ^i9phYSM Research 
Communications 



TitIe:2-Methoxyestradiol-Induced Phosphorylation of Bcl-2: Uncoupling from JNK/SAPK 
Activation (Abstract only) 



Vol/lss:247(3) 



Pages: 616-619 



Pate: 6/29/1998 




Author: BARNES etal. 
Publ: 

Infection and Immunity 



Tide: Tumor Necrosis Factor Production in Patients with Leprosy 



Vol/lss:60(4) 



Pages: 1441-1446 Date: 04/1992 



Author: BINDRA et al. 
Publ: 

loumal of Medicinal Chemistry 



Title:Studies in Antifertility Agents.8.Seco Steroids. 2. 5,6-Secoestradiol and Some Related 
Compounds 



Vol/lss: 18 (9) 



Pages: 921-925 Date: 1975 



43 



Author: BOYCE et al. 
Publ: 



Titlc:Some Preliminary Synthetical Studies with 5,6,7,8-Tetra-hydro-S-methylindanc 
-1,5-dione 



Unknown 



Vol/lss: 



7 



Pages: 4547-4553 Date: i960 



Author: BREM, H. et al. 
Publ: 

Journal ofNeurosurgerv 



Title:Interstitial chemotherapy with drug polymer implants for the treatment of recurrent 
gliomas 



Vol/lss: 74 



Pages: 441-446 Date: 03/01/91 



Author: BURROWS, N.P. 
Publ: 

British Medical Journal 



Titfe:Thalidomide Modifies Disease 



Vol/lss: 307 (6909) 



Pages: 939-940 Date: 10/09/93 



Examiner 
Signature 



Date 

Considered 



'Unique citation designation number. 'Sec attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, b/the two-letter code 
(WIPO Standard STJ). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction i 



tW 1995, nop 



PTCVSB/08A (08-00) 
Approved for use through 10/31/2002 OMB 0651-003! 
U.S. Patent and Trademark Office: US. DEPARTMENT OF COMMERCE 
i are required to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PToL Bffi 1 * *®Q * 

INFORMATia&DISCLQSURE 

CTATTTrVnTlMT' IlV^3QI>t i ^r]^ , A XPT 
51 AllliiyLcili 1 IS I iflCriTjiCAIi 1 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Date 


08/24/2001 


First Named Inventor 


Gregory E Agoston et at. 


Group Art Unit 


1616 


Examiner Name 


Qazi,S. 


Sheet 6 of 15 


Attorney Docket Number 


03213-0852 (431 70-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No. 1 



Include name of the author (in CAPITAL LETTERSX title of the article (when appropriate), title of the 
hem (book, magazine, journal, serial, symposium, catalog, etcX date, pagc(s), volume-issue numbers), 
publisher, city and/or country where published 



46 



Author: CAMBIEetal. 
Publ: 

1. ChemSoc 



Title: Aromatic Steroids. Part I. Oxidation Products of 
34iflethoxyestre.1 ,3,5(1 OHriene- 17fryl Acetate 



Vol/lss: 



Pages: 2603-2608 



Date: 



1968 



47 



Author: COREY eta). 
Publ: 

Teftah^rrpn fetters 



Title: Applications of N,N-Dimcthylhydrazones to Synthesis. Use to Efficient, Positionally 
and Stereochemical ly Selective C-C Bond Formation; Oxidative Hydrolysis to 
Carbonyl (impounds 



Vol/lss: I 



Pages: 3-6 



Date: 



1976 



48 



Author: COREY etal. 
Publ: 

retrahedron Letters 



Tide: Facile Conversion ofN^Diniethylhydrazones to Cabonyl Compounds by Cupric 
Ion-Catalyzed Hydrolysis 



VoVlss:41 



Pages: 36678-3668 



Date: 



1976 





49 

Y 


Authon D'AMATO, RJ. et al. Titie:Thalidornide is an Inhibitor of Angiogenesis 
Publ: 

Proceedings of the National Academv of Science 

USA _ 

VoWss:91 Pages: 4082-4085 Date: 04/01/94 






50 


Author: DING et a). Tide:Sex Hormone-Binding Globulin Mediates Prostate Androgen Receptor Action via a 

Novel Signaling Pathway (Abstract only) 

Pub): 

Endocrinolofiv 

Vol/lss: 139(1) Pages: 213-218 Date: 1993 






51 


Author: DURANI et al. Title: Seco-Ocstradiols and Some Non-Steroidal Oestsrogens: Structural Correlates of 

Oestrogcnic Action 

Publ: 

Journal of Steroid Biochemistry 

Vol/lss: 11 Pages: 67-77 Date: 1979 








Authon EDER et al. Title:Synthese von Ostradiol (in German - No translation available) 

Publ: 

GhsfnJfer., 

Vol/lss: 109 Pages: 2948-2953 Date: 1976 





Examiner 
Signature 




Date 

Considered 





'Unique citation designation number. 'See attached Kinds of ift . Patent Documents. 'Enter Office that issued the document, by th£ two-letter code 
(WIPO Standard ST J). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act of! 



PTO/SB/08A (08-00) 
Approved for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: VS. DEPARTMENT OF COMMERCE 
5 are required to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PTO / . . £A 

5 DEC 1 2 2033 
INFORMATIO&piSCLOSJ&E 

STATEMENT BYv^P^J^ANT 

(use as many sheets as necessary)^ 


Complete if Known 


Application No. 


09/939,208 


Filing Date 


08/24/2001 


First Named Inventor 


Gregory E Agoston et al. 


Group Art Unit 


1616 


Examiner Name 


Qa2i,S. 


Sheet 7 of | 15 


Attorney Docket Number 


05213-0852(43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



ate 
No.' 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc), date, page(s), volume-issue number(sX 
publisher, city and/or country where published 



r 



Author FEVIGetal. 
Publ: 

toumal of Organic Chemistry 



TitteA Short, Stereoselective Route to 1 6cKSubstmrted>a)ky1)estradiol DenvabVes 



Vol/lss:52 



Page* 247-251 Date: 1987 



54 



Author: FIELD etaL 
Publ: 



Title: Effect of Thalidomide on the Graft versus Host Reaction 



VoWss:211 (5055) 



1308-1310 



Pate; 09/17/68 



55 



Author: FIESER et aL 
Publ: 

Organic Synthesis Collective Volume 3 



Htie:N-Methylformanili<te 



VoWss:3 



Pages: 590-591 



Pate: 1955 



56 Author: FOLKMAN, J. 
Publ: 

New England Journal of Medicine 



Tide: Tumor Angiogenesis: Therapeutic Implications 



Vot/tes:285(21) 



Pages: 1182-1186 



Pate: 11/18/71 



!7 



Author: FOLKMAN, J. et al. 

Publ: 

Nature 



Title: Induction of Angiogenesis During the Transition from Hyperplasia to Neoplasia 



Vol/Iss:339 



Pages: 58-61 



Pate: 05/04/89 



58 Author: FOLXMAN, J. et al. 
Publ: 

Armals of Surgery 



Title: Tumor Behavior in Isolated Perfused Organs in vitro Growth and Metastases of 
Biopsy Material in Rabbit Thyroid and Canine Intestinal Segment 



Vol/tes: 164(3) 



Pages: 491-502 



Pate: 09/01/66 



59 lAotbor:GADOSYetal. 

Journal of Physical Chemistry 



Title: Generation, Characterization, and Deprotonation of Phenol Radical Cations 



Vol/l8s:103 



Pages: 8834-8839 



Pate: 



1999 




'Unique citation designation number. *See attached 13nds of U.S. Patent Documents. 'Enter Office that issued the document, |£ the two-tetter code 
(W1PO Standard ST J). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under W1PO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction > 



PTO/SB/08A (08-O0) 
Approved for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 



: 7 Pjr 

/ o\ 
Substitute fwFonnlW/AflTO'g OEC 1 2 2033 y': 

\ >' 

INFORMATION DISCLOSURE 

STATEMENT BY^J^tJlCANT 

(use as many sheets as necessary) 


Complete if Known 


Ado II cation No 


V7/ 7,*VO 


Filing Date 


08/24/2001 


First Named Inventor 


Gregory E Agoston et al. 


Group Art Unit 


1616 


Examiner Name 


Qazi.S. 


Sheet 8 of 15 


Attorney Docket Number 


05213-0852 (43 170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No.' 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriateX title of the 
item (book, magazine, journal, serial, symposium, catalog, etc), date, page(s)» volume-issue numbers), 
• publisher, city and/or country where published 



GO 



Author: GASUNIetaL 
Publ: 

Journal of Organic, Chemistry 



TitteReactton of Eugenol with Synthesis Gas. Synthesis of 5,6,7,8-Tctrahydro 
-3-methoxy-2-napthol 



VoMss:29(S) 



Pages: 1177-1180 



Date: 05/1964 



61 



Author GIMBRONE MA et aL Tit!e:Tumor Growth and Neovascularization: An Experimental Model Using the Rabbit 

Cornea 
Publ: 

Journal of the National Cancer Institute 



Vot/lss:52(2) 



Pages: 413-427 



Date: 



02/74 



62 



Author: GIMBRONE> MA ct al. TitIe:Tumor dormancy in vivo by Prevention of Neovascularization 



Publ: 

loumal of Experimental Medicine 



VoJ/lss: 136 



Pages: 261-276 



Pate: 1972 



63 



Author GONZALEZ et al. 

Publ: 
■teroids 



Titie:$ynthesis and Pharmacological Evaluation of SaEstradiol Derivatives 



VoWss:40(2) 



Pages: 171-187 



Date: 



9/1982 



54 



Author: GROSS, JX. eta). 



Publ: 

Proceedings of the American Association of 



Cancer Research 



Title: Modulation of Solid Tumor Growth in vivo by bFGF (Abstract only) 



Vol/Iss:31 



Pages: 79 



Date: 



03m 



65 Author: GUNZLER, V. 
Publ: 

Medical Hmftesfe 



Titie:Thalidomide-A Therapy for the Immunological Consequences of HIV Infection? 



VoWss:30(2) 



Pages: 105-109 



Date: 



10/89 



66 Author: GUPTA et al. 



Publ: 

Indian. Journal of Chemistry 



TitiKAntifertilrty Agents. XIV. Secosterokls, VII. Synthesis of 2aand 2fc 

6p-dimethyl- 3P-(p4iyroxyphenyfHrans*icydo[4.3.0lnonar^7-one3 and some 
related compounds (Abstract only) 



Vol/lss:l3(7) 



Pages: 759-760 



Date: 



1975 



Examiner 
Signature 




Date 

Considered 





•Unique citation designation number. *See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the aocunfent, by/(ht two-letter code 
(WIPO Standard ST3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document TCind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act o£ 



PTO/SB/08A (08-00) 
Approved for use through 10/31/2002 OMB 0651-0031 
"T P ^\ U-S Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 

t no personsare required to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PTO ^ &C t 2 2KB ^ 

INFORMATIOP%ISCLOSykE 

CT A TIP nVTI? rVT DvVbDl ¥rf?T4 NTT 

A lIMVLkMN 1 di AEEtilt AIN 1 

(use as marry sheets as necessary) 


Complete if Known 


Application No. 


09/939,203 


Fifing Date 


08/24/2001 


First Named Inventor 


Gregory E. Agostoneta). 


Group Art Unit 


1616 


Examiner Name 


Qazi.S. 


Sheet 9 of 15 


Attorney Docket Number 


05213-0852(43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No. 1 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
hem (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(sX 
publisher, city and/or country where published 



67 



Author GUPTA et al. 
Publ: 

Indian Journal of Chemistry 



TMe:Studres fn Arrtifertflrty Agents. Part XVIII. 2^^^hy\^^p^TQx^pheny\) 
-trans-btcydo[4.3.0]nctfan-7£ol and 

6Mneftyt-3HP*hY^rax^ trans-ttcydc{4.3.0Jnorran-7£o! 
(Abstract only) 



Vol/lss: I9B (10) 



Pages: 886-890 



Date: 



1980 



68 



Author: GUTIERREZ-RODRIGUEZ 

etal. 
Pub): 

The, fwrna| pffifteumatqlogy 



TitteTrtatmcnt of Refiactory Rheumatoid Arthritis - The Thalidomide Experience 



Vot/1ss:16(2) 



Pages: 158-163 



Date: 



02/89 



69 



Aothon GUTIERREZ-RODRIGUEZ, 

O. 
Publ: 

Arthritis and Rheumatism 



Title: Thalidomide - A Promising New Treatment tor Rheumatoid Arthritis 



Vol/lss:27 (10) 



Pages: 1118-1121 



Date: 



10/84 




70 



AujfrOI 



Publ: 

Journal of Biological Chemistry 



n HAN etal. 



Tide: Deriydroepiandrosterone and Dihyd rotestosterona Recognition by Human 
Estrogenic 17p-Hydroxysteroid Dehydrogenase 



VoVl8s:275Iss2 



Pages: 1105*1111 



Date: 1/14/2000 



71 



Author HANDLEY etal. 
Publ: 

British Journal pf Permato|ogy 



Title:Chronic bullous disease of childhood and ulcerative colitis 



Vol/lss: 127(40) 



Pages: 67-68 



Date: 07/01/92 



72 



Author: HENEY et aL 
Publ: 

British Journal of Haematologv 



TiUe:Thalidomide treatment for chronic graft-versus-host disease 



Voltes: 78(1) 



Pages: 23-27 



Date: 



05/91 



Author HORI, A. et al. 
Publ: 

Cancer Research 



Title: Suppression of Solid Tumor Growth by Immunoneutraliztng Monoclonal Antibody 
Against Human Basic Fibroblasts Growth Factor 



Vol/lss: 51 



Pages: 6180-6184 



Date: 



11/15/91 



Examiner 




Date 




Signature 




Considered 



'Unique citation designation number. 'See attached Kinds of Patent Documents. *Enter Office that issued the c 
(WIPO Standard ST J). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act of I 



PTO/SB/08A (08-00) 
Approved for use through 10/31/2002 OMB 0651-0031 
VS. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
are required to respond to a collection of information unless it contains a valid OMB control number 



— ~- r — % — 


Complete if Known 


Substitute for Form 1449/A/PTO / k o\ 

i Oft 1 2 2KB a 

INFORMATION^ISCLOSURE 

MAllLJVUilNI B Y ^^^JU^f^fWN I 

(use as many sheets as necessary)' 


Application No. 


097939,208 


Ring Date 


08/24/2001 


First Named Inventor 


Gregory E. Agoston et al. 


Group Art Unit 


1616 


Examiner Name 


Qazi, S. 


Sheet 10 | of j 15 


Attorney Docket Number 


05213-0852(43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Che 
No. 1 





Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), 
publisher, city and/or country where published 



74 



Author: IMAMURA et al. 
Publ: 

USPATFULL 7«flK9 US 3.950.437 



Title: Method for Manufacture of Dihydrfc Phenols (Abstract only) 



Voltes: 



Pages: 



Date: 04/13/1976 



75 



Author fisJGBER, D. et al. 

Publ: 

Nature 



Title: Synthetic analogues of fumagillin that inhibit angiogenesis and suppress tumor growth 



Voltes: 348 



Pages: 555-557 



Pate: 12/06/90 



76 



Author: JWNGRAN et al. 
Publ: 



Tide: Studies in Amiferb'Iity Agents - Part XU: SecosteroWs-x: Syntheses of Various 
Stereoisomers of (^2,6£<Siethyl-7a-emyrryl-^^ 
bicycto [4.3.0)nonan-7^ol. 



Voltes: 42 (6) 



Pages: 627-634 



Date: 



1983 



\ 77 Apthoi 
£§p]us 



« KARWAT 



Title: Separation and Recovery of Hydrogen Sulfide from Hydrocarbon Mixture 



Publ: 

CaolusDE 1103310 



Vol/lss: 



Pages: 



Date: 09/02/1959 



78 Author: KATAOKA et al. 
Publ: 

Cancer Research 



Title: An Agent that Increases Tumor Suppressor Transgene Product Coupled with Systemic 
Transgene Delivery Inhibits Growth of Metastatic Lung Cancer in Vivo (Abstract 
only) 



Voltes: 58 (21) 



Page* 4761-4765 



Pate: 11/1998 



79 Author KIM, KJ.etal. 

Publ: 

Nature 



Title: Inhibition of Vascular Endothelial Growth Factor-induced Angiogenesis Suppresses 
Tumor Growth In Vivo 



Voltes: 362 



Pages: 841-&44 



Pate: 04/29/93 



80 



Author KNIGHTON, D. et al. 
Publ: 

British Journal of Cancer 



Title: Avascular and Vascular Phases of Tumour Growth in the Chick Embyo 



Voltes: 35 



Pages: 347-356 



Date: 



1977 



Examiner 
Signature 




Date 

Considered 



i 

document, by the two-letter cc 



'Unique citation designation number. "See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the" two-letter code 
(WO Standard ST J). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under W1PO Standard ST. 1 6 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act of 1 



persons f 



PTQ/SB/08A (08-O0) 
Approved for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: US. DEPARTMENT OF COMMERCE 
lired to respond to a collection of information unless it contains a valid OMB control number 



Substitute for From 1449/A/PTO L BEC 1 ^ 3B3 £ 

INFORMATION M^OSURE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Ring Date 


08/24/2001 


First Named Inventor 


Gregory E Agoston et a). 


Group Art Unit 


1616 


Examiner Name 


Qari,S. 


Sheet 11 of 15 


Attorney Docket Number 


05213-0852 (43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No.' 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriateX title of the 
hem (book, magazine, journal, serial, symposium, catalog, etc.), date, page(sX volume-issue numbers), 
publisher, city and/or country where published 



01 



Author: KOLEetal. 
Publ: 

Journal of Medicinal Chemistry 



TitJe:Studies in Antifertility Agents. 1 1. Secosterotds.3.Synthesb of 9,1 l-Secoestradiol 



Voltes: 18 (7) 



Pages: 765-766 



Date: 



197S 



82 



Author: LEWIS, Richard J. 



Title: 



Pub): 

rfewlqr 's Copdcnwi ffCTica) picuonary 



Voltes: 



Pages: 577 



Pate: 01/1993 



83 



Author: LEWIS, Richard J. 



Tide: 



Publ: 

Hawlev's Condensed Chem ical Dictionary 



Voltes: 



Pages: 128-129 



Pate: 01/1993 



84 Author: UEN.W.etal. 
Pub): 



Tide: The blood supply of experimental liver metastases. II. A Microcirculatory study of the 
normal and tumor vessels of the liver with the use of perfused silicone rubber 



Voltes:68(2) 



Pages: 334-340 



Pate: 0671970 



85 Author: UUetal. 
Publ: 



^Total Synthesis of (+-) -A^^pneliene 



Voltes:26(40) 



Pages: 4847-4850 Date: 1985 



88 Author MARO et al. Title: Mechanisro of Polar Body Formation in the Mouse Oocyte: An Interaction Between 

the Chromosomes, the Cytoskeleton and the Plasma Membrane 

Publ: 

loumal of Embryology and Experimenta l 

Mwpfrotogy w .„ _ 

Voltes: 92 Pages: H-32 Date: 1986 



87 Author: MEZA et al. 
Publ: 

Drue Therapy 



Tide: Managing the Gastrointestinal Complications of AIDS 



Voltes:23(ll) 



Pages: 74-83 



Pote: 11/1993 



Examiner 
Signature 




Date 

Considered 





(W1PO Standard ST J). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document TOnd of document by the appropriate symbols as indicated on the document under WlPO Standard ST. 16 if possible. •Applicant 
b to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act of 1995, 



PTO/SB/08A (08-00) 
Approved for use through 10/31/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
to respond to a collection of information unless it contains a valid OMB control number 



Substitute for Form 1449/A/PTO / < & 

b DEC 1 2 2003 o 
INFORMATION DISCLOSURE 
STATEMENT BY AK^g^ftfT 

(use as many sheets as neccssaryj 


Complete if Known 


AppBcation No. 


097939,208 


Ring Date 


08/24/2001 


First Named Inventor 


Gregory E Agoston et al. 


Group Art Unit 


1616 


Examiner Name 


Qazi, S. 


Sheet 12 of IS 


Attorney Docket Number 


05213-0852(43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No. 1 



Include name of the author (in CAPITAL LETTERSX title of the article (when appropriate), title of the 
hem (book, magazine, Journal, serial, symposium, catalog, etc.), date, page($), volume-issue number(sX 
publisher, city and/or country where published 



Author: NAAFSctal. 
Pub): 

International Journal of Dennatolopy 



Title: Thalidomide Therapy An Open Trial 



Vol/tes:24(2) 



Pages: 131-134 



Date; 03/1985 



Author: NAMBARA et al. 
Publ: 



Title:$ynthesis of 160Oxygenated Catechol Estrogen Methyl Ethers. New and 
Potential Metabolites 



Vol/lss:23(7) 



Pages: 1613-1616 



Date: 07/1975 




90 Author: NEWKOME et al. 
Publ: 

JmwA of Organic Ctaffl&y 



TitletSynthesis of Simple Hydrazones of Carbonyl Compounds by an Exchange Reaction 



Vot/lss:31 



Pages: 677-681 



Date: 03/1966 



Author: NGUYEN, M. et al. 
Publ: 

loumal of the National Cancer Institute 



TirJc:Elcvated Levels of the Angiogenic Peptide Basic Fibroblast Growth Factor in Urine oi 
Bladder Cancer Patients 



V0l/lss:83(3) 



Pages: 241-242 



Pate: 02/03/93 



$ Author: PAKALA et al 
Publ: 

European tournaj of Pharmacology 



TirJetModulatkm of Endothelial Cell Proliferation by Retinoid x Receptor Agonists 



Voi/tes:38S(2/3) 



Pages: 255-261 



Date: 09/1999 



Author: PENG et al. 



TitteSynthesis and Optical Properties of Novel Unsymmetrical Conjugated Derjdrimers 



Publ: 

loumal of the American Chemical Society 



Vol/lss: 122 



Pages: 6619-6623 



Pate: 2000 



Author POWELL et al. 
Publ: 

British Journal of Dermatology 



Tide: Investigation and Treatment ofOrogenital Ulceration; studies on a Possible Mode of 
Action of Thalidomide 



Voltes:! 13 Supp. 28 



Pages: 14M44 



Date: 07/1985 



Examiner 
Signature 




Date 

Considered 





(WIPO Standard ST3). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document *Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Appl icant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act of 1995 



PTO/SB/08A (OS-00) 
Approved for use through I Q/3 1/2002 OMB 0651-003 1 
VS. Patent and Trademark Office: VS. DEPARTMENT OF COMMERCE 
uired to respond to a collection of information unless it contains a valid OMB control number 



( 

Substitute for Form I449/A/PTO ( 4 n ordQ u.' 

1 BEE » 1 ^ <r" 

INFORMATION D^CLOSU^ 
STATEMENT BY AP^bJ^AiNT 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


097939,208 


Filing Date 


OS/24/2001 


First Named Inventor 


Gregory E. Agoston et a). 


Group Art Unit 


1616 


Examiner Name 


Qazi,S. 


Sheet 13 of 15 


Attorney Docket Number 


05213-0852(43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No. 1 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriateX title of the 
hem (book, magazine; journal, serial, symposium, catalog, etc.), date, pagc(s), volume-issue number(sX 
publisher, city and/or country where published 



95 



Author ROMANELU et a). 
PuW: 

Organic Synthesis 



Title: Ethyl?^ rnethyf am inopheny I acetate 



VoI/lss:5 



Paget: 552 



Date: 



96 



Author: SEEGERS et al. TirJe:The Mammalian Metabolite, 2-methoxytstradiol, Affects P53 Levels and Apoptosis 

Induction in Transformed Celts but Not in Normal Cells (Abstract only) 
IPuM: 

foumal of Steroid Biochemistry and Molecular 



Bioloev 



Vol/lss:62(4) 



Pages: 253-267 



Pate: 07/1997 



97 AothonSHAHetal. 
PuW: 

Journal pf Medicinal Chemisny 



Titie:(+AH^Mamino)bcnzazepine Analogs: Novel Dopamine Dl Receptor Antagonists 



Volflss:38(21) 



Pages: 4284-4293 Date: 1 on 3/95 



98 Author: SIDKYctal. 



iN: 

Cancer Research 



Title: Inhibition of Angbgenests by Interferons: Effects on Tumor* and Lymphocyte-induce I 
Vascular Responses 



VoWss:47 



c 5155-5161 Date: 10/01/87 



99 



Author: SRJVASTAVA, A. et al. 
Pub): 

American Journal of Pathology 



Title: The Prognostic Significance of Tumor Vascularity in Intermediate-Thickness (0.76-4.< 
mm Thick) Skin Melanoma 



Vot/iss:133(2) 



Pages: 419-424 



Date: 11/1988 



100 Author STARKOVctal. 
Publ: 

Zhumal Prikladnol Khimi i 



Title: Mono- and Dialkylation of Guaiacol by Olefins on KU-2 Cation Exchanger (Abstract 
only) 



VoVtes:41 (3) 



Pages: 688-690 



Pate: 1968 



V3 1 



Author TAYLOR, S. et al. 
Publ: 



Title: Protamine is an Inhibitor of Angiogenesis 



Vo!/lss:297 



Pages: 307-312 



Date: 05/27/82 



Examiner 
Signature 



Date 

Considered 



document, by the>tWletter cod 



'Unique citation designation number. *See attached Kinds of VS. Patent Documents. 'Enter Office that issued the document, by thefwo-ktter code 
(WIK> Standard ST J). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document TCind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



Under the Paperwork Reduction Act of/995, no persons i 



PTO/SB/08A (08-00) 
Approved for use through 10731/2002 OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
uired to respond to a collection of information unless it contains a valid OMB control number 



Substh^«bTForml449/AA'TO I DEC 1 2 2KB u : 

INFORMATION Dl^CLO^mE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Fifing Date 


08/24/2001 


First Named Inventor 


Gregory E Agoston et al. 


Group Art Unft 


1616 


Examiner Name 


Qazi,S. 


Sheet 14 of 15 


Attorney Docket Number 


05213-0852 (43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials 



Cite 
No. 1 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), tide of the 
item (book, magazine journal, serial, symposium, catalog, etcX date, page(sX volume-issue numbers), 
publisher, city and/or country where published 



Author TREMBLAY et al. 
Publ: 

Synthetic Communications 



TitlezA Convenient Synthetic Method for Atpha-Alkylation of Steroidal 17-Ketone: 
Preparation of 16^THPO^feptyl)-Estradlol 



VoWss:25(16) 



Page*: 2483-2495 



Date: 



1995 



103 



Author: TREMBLAY et at 
Publ: 

Biooreanic ft Medicinal Chemistry 



Htte:Synthesis of 16XBrwrtoaIkyO-Es^radiois Having Inhibitory Effect on Human 
Placental Estradiol 170+lydraxysteroid Dehydrogenase (17£HSD Type 1) 



Voi/lss:3(5) 



Pages: 505-523 



Date: 



1995 




Author: VICENTE et al. 



Titteln Vitro Activity of Thalidomide Against Mycobacterium avium Complex 



Vol/Iss:l53(4) 



Pages: 534 



Date: 02/22/93 



Titte:Tumor angiogenesis; A New Significant and Independent Prognostic Indicator in 
Early-Stage Breast Carcinoma 



VoI/tss:84 



Pages: 1875-1887 



Date: 12/16792 



Tltte:Tumor Angiogenesis Correlates with Metastasis in Invasive Prostate Carcinoma 



Vol/tS3:143(2) 



Pages: 401-409 Date: 08/1993 



Title:Tumor Angiogenesis and Metastasis-Correlation in Invasive Breast Carcinoma 



Vol/lss:324(l) 



Pages: 1-8 



Date: 01/03/91 



HtIe:$taphylostatic Activity of Some New Diphenols, Napthols, and Chalcones (Abstract 
only) 



VoMs$:U 



Pages: 350-351 Date: 1955 



Examiner 
Signature 




Date 

Considered 





(WIPO Standard ST J). Tor Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is ftttpshrri 



PTG/SB/08A (08-00) 
Approved for use through 1 0/3 1 /2002 OMB 065 1 -003 1 
^gTpT^\ U.S. Patent and Trademark Office: VS. DEPARTMENT OF COMMERCE 

Under the Paperwork Reduction Actity05, no parens are required to respond to a collection of information unless it contains a valid OMB control number 



: — . J<v 

Substitute for Form 1449/A/PTO 1 - 

INFORMATIO\DISCLO$URE 

CT A r W r T?'\/I*WP7k3 r T % ¥> v&A ATJIdr' A APT 1 

01 Al JLJVLLIN 1 Br^Egiai^AlNI 

(use as many sheets as necessary) 


Complete if Known 


Application No. 


09/939,208 


Filing Date 


08/2472001 


Rrst Named Inventor 


Gregory E. Agoston et al. 


Group Art Unit 


1616 


Examiner Name 


Qazi,S. 


Sheet 15 of 15 


Attorney Docket Number 


05213-0852(43170-263550) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Initials 


Che 
No. 1 


Include name of the author (ra CAPITAL LETTERS), title of the article (when appropriate), title of the 
hem (book, magaaane, journal, serai, symposium, catalog, ctc.X date, page(s), vohmte-issue irambe^s), 
publisher, city and/or country where published 


r 




109 


Author WHITE et al. Tltle:Titatment of Pulmonary Hemangiomatosis with Recombinant Interferon Aifa-2a 
PuM: 

The New England Journal of Medicine 

Vol/tes:32(l8) Pages: 1197>1200 Date: 05704/89 




\ 


110 


Author: ZOUBINE et al. Tltle:2-McthoxyestradioWnduced Growth Suppression and Lethality in 

Estrogen-Responsive MCF-7 Cells May Be Mediated by Down Regulation of p34cdc3 
Publ: and CycJm B 1 Expression (Abstract only) 
International Journal of Oncoloev 

Vol/tes:15(4) Pages: 639-646 Date: 10/1999 





Examiner 
Signature 



Date 

Considered 




'Unique citation designation number. *See attached Kinds of U.S. Patent Documents. 'Enter Office that issued the document, by the two-letter code 
(WIPO Standard ST3). *For Japanese patent document, the indication of the year of the reign of the Emperor must precede the serial number of the 
patent document 'Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. 'Applicant 
is to place a check mark here if English language translation is attached. 



\ 



3 



UNITED STATES PATENT AND TRADEMARK OFFICE § Hi 

rn 



Group Art No 



In retapplication of: 
AGOS 

Serial No: 09/939,208 

Filed: August 24, 2001 

For: ANTIANGIOGENIC AGENTS 

INFORMATION DISCLOSURE STATEMENT 




cn ill 



Assistant Commissioner for Patents 
Washington, DC 20231 

Sir: 



Ho f^y- ' 



The citation of information on the attached Form PTO/SB/08A, "List of Art Cited by 
Applicant" is made pursuant to 37 C.RR. §§ 1.97 and 1.98. A copy of all listed items is enclosed. The 
citation of this information does not constitute an admission that any of the materials are available as a 
reference or of priority, or a waiver of any right applicant may have under applicable statutes, Rules of 
Practice in patent cases, or otherwise. 

Related applications are listed on the attached Appendix A for your reference. Applicants 
respectfully request that the Examiner review the applications listed in Appendix A, initial Appendix A in 
the appropriate spaces, and return a copy of the initialized Appendix to Applicants. 

Respectfully submitted, 



KILPATRICK STOCKTON LLP 
Suite 2800 
1100 Peachtree Road 
Atlanta, Georgia 30309 
(404) 815-6500 

Our Docket: 05213-0852(43170-263550) 



By: Suzanne Seavello Shope 
Reg. No. 37,933 



I hereby certify that this correspondence is being deposited with the United States 
Postal Service as first class mail in an envelope addressed to: Assistant Commissioner 
for Patents, Washington, DC, 20231, on this 5 th day of March 2002. 



ATLUB02 M096.1 



:uza*Aie Seavello Shope - Reg. No737#33 



